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(57) mm] 

i t r oDNA^Kih in vivo 



(2) #^ 2001-502553 

4. -^»fi#^7SS3 2 0-3 9 3\Z<£l£tlZ>p 5 3^C*M^:Mt^ 

xtf h-7\z&mmz&^f&T:$>z>z_ tzwm£-?z>m#m3 iz$zm<d-Jj& 0 

5 . -*lift^^i2^J#^ 1£>ScFv42 1 ^^iB^J#-^ 2 CO 1 1D3^6I 

2 \z%^m<D^m 0 

1 2. ^^-wt^xte^fc^ 

1 3. ^^^p 5 3^>/X^R^m«PP*JIStt€^UT^*ili:*«FfSi:-r 



(3) ^8 2001-502553 

1 4. ^#*^Sp 5 3^>/\ 0 ^®^MffljM^^^^ffiT^^T^^^^:^4#® 

£-r*fflf#:gi l 3 {zmmojjfk* 

15. ?8«S8Sp 5 3 ^ >/^I^p 5 3 H 2 7 3 . p53W2 4 8&tfp53 

g 2 8 i ^>;^w^i^n§:t^ 

{ 

17. M3B*fflJ3§^JW> ten, IIM&U®. BTR. H©liflF©IBIBlT*S ^ 

18. ^XSp 5 3^>/^R©3>^^-y 3 >^t-5fc«>0, 

2 0. 3S«8X£p 5 3^>A^g^#t-^J§*Jii^*0^ffi^ffl^CD 

»jfi<^/t»». ^«gp 5 3 ^ y/^/mzftgmzfe^TZy c £&*im&-~* 

2 1. 1 1 D3»^XttH— xbTh— ^*BlllT*36^*>L<tt*»Snfc«Wtt 

2 2. M£gt2 1 fcEffcOSH^n-HTSMfc. 

2 3. cDNA, RNA, &««8Xli#S«R8t*§C«i: 

£l*»£:"rSiil#3K2 2 KE«<D«R. 

2 4. EW»^2 0E5«* ! bt3c:t*»«t"r*«l**2 3tcE«©SK. 

2 5 . »3R3H 2 2 [;f2l0g8^§MI. 
2 6. W^3S2 1 JCEKO^^^ttttric*. 
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«» 

(5) 4#g 2001-502553 

tap 5 3—*mtfi#7 51f*>h&.Zf J t<D&m 

ft— *«ltS*o*tfflK:**. *38i»tt3Efc* p 5 3^>/^*fc#jgWjaoWj» 
lC»&T*££:*i-C#, JEHMfcfflBSKp 5 3Stt*«7C"r*i:t*^llB*:»f« 

* 

ZfcSbJUtp 5 3^>n^m^nm.T^tz^b\Z in vitr oXIie x v i 
7^D-ftM n v i voffflt6^«!:t)Tt^o 

s^n^^AanfciBB^2R*ftR*'r«>ct**-r*3). ^^^^ii, p53^ 

■a»»J#JA:bT^-r«). 

p 5 3^>A^«tt£tT<0 5BO««IKy-f >*«5e-r*3 9 3{®<D7i=y^ 



(6) 

-0^)V7s (EBV) OEBNA5^>;^g<hp 5 3 >/^K<h(E>£*<£>*B 

-7^;t73-31 5 KJBflE-r<5DNA|g<&F>W>. P 5 3 <£> d CD * 4> F 
^^>Q3>^-y 3 MJp 5 3^>/^^M(7)«FSMDNASB^I<DKafc€:WI«5 

(i) SV40^M(D r^-i^Tj SiKXtt3.lf^>*fcJ:t)-tO»» 
£ i^pJig^H P V 1 6 RZfH PV18^-1'M0E6 C7-<;i/X^ 

(i i) p 5 3<BSMBfcftUBU Stf^#j^c:o«l«K:Jll«E-r*j«*«S!». 

3 15-32 sfrzmfttznzmm&ikisffi-ji. 

-7^;t3 2 5~3 5 5 ^?>«|^^n^^ 'J rfV-fk F^-T >„ C©325 
-3 5 5S«tt]3y-h (3 2 6-3 3 4) -^EBjgB (335-336) - 
Uy^X (3 3 7-3 5 5) <DS!<D*ii*»j«"r*. 

-p 5 3*>^^K<0««*iEXttA^«»T*Wfift©IIIRa«» 
S^Wfc, ] J>mt, RNAKI) (Di§T&£7* y&3 6 5-3 9 3**S«|J* 

snswaisF^o, ^oF>-f >tt»*a!^>^^Ji©sttoii«sK«»T« 
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(7) 2001-502553 

(DEBNA5^>;^gXME^>/^lmdm2f©ft»©iff:J:Si 
HPV 1 62fctfHP V 1 8£>E 6 ^ Jt^OffiSffffl^d:^^ >/^^^*«fc 

CD @ s 95 & £ < ^ -d X l ^ o 

- p 5 3 U^JKOjftSS*S*». 

— p s 3 cd i xte 2 aojtstae^oD*:*. 

JSTS5»$nTl^ P 5 3CT)it^c7)^^^^^CcD^>/N 0 ^M^n- KT-sa 

aft, £ns©icaia3Wc#ssnT^*. 

ta«tt«J£ig«tt&tt L i-Fraumen i ffi«*lC#aWT*S. 



1 



(8) #g 2001-502553 

, 2e^S£jte^CO^^0 1fi©^||^SbTV^*'&{Cti, 

-flH4«£«8£S#o £(D^«8XS#a>»»fcL 2#go»ao^s»t 
WK, 5 3jt&F£> i n vivog4, P 5 3 ©aMB<Z>«7cK<fc Vffi 

#tcT^y^-r;i/X (W094/24297) x^i/hp^^;^ (W094/ 

0 6 9 1 0) tcJ:0*«ST^^i:^ff*LV^ «Atf»*fflp 5 3 ^>/t^!f|£ 

ig$nt^5 (Roth S, Nature Medicine 2(1996 
) 9 8 5) o p 5 3M<D&K&h'Olt¥ft : ?e>&MlZ&~J<ttWX b^riS-h 
m&ZtlT^Z (PCT/FR9 6/0 1 1 1 1) . 

ST^i^^^tcSoXc EOjST* WO9 4/1 2 2 0 2ttp53^>/^ 

» i:»t * «fS^ y 57 d - 1 ^Rft p A b 4 2 ia*k h«fc»HT*»<&fl0>S&! 
*83E»#K:DNA*Sft«l£* in v i t r oT«5cTS*£i:«jftLT^*. 
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Wip5 3^W^R(04faW-*aStflc (ScFv) , lD3^f(Z)i 
^MlZin s i tuIlTt^c a*©*t#i:S c F v<OlB^tt«|Ptt*^^ 



tC&9, ^«Mp5 3^>A°^M^^a^^^^^^<h^pF^^:-^iii f [ 

mmmmm<Dfemm&m&f&®&m&^ztc&<D, ^Sp 5 3^>/^sk 
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# (ScFv) \t7-Ix\Z&0 VL««IClSftUfcVH1R«^6*fc«jasn* 
o S c F v t ±5aa«RflE*3-Ht**»EW©iW4«Atf 

##«^<hLT#^$B*(2— gSi:-r^*g#fl : ^4, 9 4 6, 7 7 8fXttWO 
9 4/0 2 6 1 0, W09 4/2 9 44 6 ICiEltSnTH*. 

5 3<DC**fi«tc?¥flE-rsxhri — ^:#SWi:e#t5C ttfpJffi&S c F 

v^rfij^-r^. Z<D&X\ *i«EL I S Afe{C£9 £<Z)ffiS£:t>C>S c F v £ 
3EtC»«ffltC«, *»W©*ffiTfiEffl-r^S c FvHSS3 2 0-3 9 3lC<&* 

0 £<ZX&T, *B««fSW t L/TEI«J#t 1 0 S c F v 4 2 1 StfiE^Jit 2 CD 

1 1D30ScFv ©fcftRZWBSHCHT*. 

Bc*^f;^aip 5 3*>/v7K\zmm*im'v$>?)s zomm&mTt-rzz. 

^^^t^WStt^fSp 5 3^>A°^M^t)^jSlfl§^Cc7)^tt^ / >^< <ht> 



r 



(11) #^2 001-502553 

»«**B*«1BT«^S*1TV^. P53H 2 7 3, p53W2 4 8S 

p 5 3 G 2 8 1 ^ >/^R4*tf 5 ^ t^TSS. TE*S6OTTtt*#{C, *» 
98©*tt^iin&©g|«Saa#«)3>*^ — S/g >R«±«^WttR* i n v 
i tropin v i v o t«T#§u<2:$2IEt§ 0 #1:, Cltl^USE 
W4S c F v 4 2 IStfl 1 D 3^DNAC#Ifi^:f,^lTp 

5 3ttStth^>*»1M:£ra*^5«rtg£2 7 3M2 4 8 SgflS^SttK^Tc 

#569!<&;&Ste: in vitro, ex viv oXIi in v i v oCDHf 
ntfeMT^:t^-et^. 0 in vi tro^ex vivoTW»S 

p 5 3^>/\°^MC0^tliX^*fS^^1-^C<h^T#^)o in viv ottt 

• mzt hoym^. p s 3^o^^^^^n^iifjj±i^a^cD^TrcD 

3jtfc^CD>HA) Xteffc^RJ* (WO 9 6/2 2 1 0 1) tfffflt§C(i:^Tf 
£<, JEtC i n vivoTH ^fB^^feKtWH^ M^ScFvCD^i 

/MBBSfefcttVi) MS, HW*. B. £ O-HKMlcte 

p 5 3 ^ >/t^K^^S^»^«*Sn*fiScJBcD3m8a**tf -5 - i:**T* 
S. #ffl&IB«K:J:*i* 3S*SSg#p 53H 2 7 3, P5 3W2 4 8S^/X 

^p 5 3 g 2 8 i t hmmmm mm. mm.Rzsw, jffn 



(12) 

S c F vCO^ftTT^CD in v i t r oRZfi in v i v o#*!!l£ttifct"5. 

z?-?z>t. z<D?>^2M<DXikmm&m7L'tz>v>izmLtzs c Fvssst 

S c F v CD^^Wa^^^-r-S ^^fett^o 

ASK in vitro, ex viv oXte in v i v o ^At^) £^fijT$> 

^m.^>n^nh^tzm,<D^>n^m.(D%mzm^ : b) m<ni&M<nwire*> 

o Ktyp^-^- od^Tte, □.t^5 L >ynt-^- (HPRT, P 

yh^yn^e-^- (GFAP, ?X^>, tf*>9 t >. -^-n^^ ^^>h 

— ) , f&SSJte^^yn^E— (WAtfMDR, CFTR, VI I 1ST, A 



« 
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>f ; i±\z&%k*tz>-fu^—5r-mm (^dAtfy^y ^-r;i/^coE 1 a&^ml p 

Tt>«t^. stc sttftiBM, nflsiB^afittttiinx9it>L<» 

t 

\ 

id 3, 421) comm. ^?*—i7u—->tfR&mmm?<izM-?2>o -n^ 

( i ) C **m««T3!*5« « p 5 3 5^ W^^RiC»*«fc»*-r SCi^Tf, 

(i i) £*is>(d^*ss*w^ 

ICDNA^i^x, (i i i) ^n6C^>/^Mi:6?ftttftffi*^ 

t S c F v ©ttR^Il:at 1 5 ^ t fcTf 5. mz. Sc 

/aKO)0#|IIfct«tD5k*-r#*Ci:36«»6nTli^ Q Etc, tri#©^«8££ 
R58te0llx.&iMa rks^. (B i o/T echnology, 10, 779-7 
8 3, 1 9 9 2) RZPN inter G. £M ilstein C. (Natu 
re, 3 4 9, 2 9 3 - 2 9 9, 1 9 9 1) \Z «t 0 »5«$nTl^o cn^Qj 

fi£oT> *:^BJ^i2^J#-^2(D^y5 L F@2^J^t)0 1 1 D 3#T£, p53^ 



(14) 



f#^2 001-502553 



*asw»as c f v 1 1 D3*n-K-r*ffi*«i6xtt±EaEa*^t)H-r*. 

**WO*KttU#t([|6 (RNA) Tfeft+y'J^S (DNA) TfciU 
o HWDNA ( c DNA) tK 0^)1*. &f&X\Z¥ 

BB<hT**H4$W3l4, 9 4 6, 7 7 8f^^WO9 4/0 2 6 1 0HE 
*<Dft*#JS) c S c F v* □ - H«MO«ffli*^ h7f^-ttHT©a 

- Kf ^ c DN AS»»t5. CCD^&lCte, /W?'JF-704RNA 

tt, : HMMBE***ifcU ^□--y^ict^DNA^st^ci^T^ 

^>c d icte, VH22L^VLSg«*3«-K-rScDNA**^giJfl^i8iB-r 

£ c «fflT*^7<7-tt*Bl (HS^L) (OpJ^««(D^«ou^;i/^y\<^ 

tl#0VHStf V L««*3 - Ht* c DNA*5? U*^ (L) 



(15) 



5' *«itCtt'&-r«)J:'5H«»bT43<. J-^OEWtt^^H (G4S) 3 
*3-KtS. JS-&a©E?Utt»7 0 0 b pT*0, fi»IAtfie?»J#^lS^2^ 
^tS^t)OVH-L-VL8SNc o I -No t I 7^ 

»*L<«, *J8fl©t«ttc DNAXIiRNATft*. 

(b) gB^iJ (a) t/W^'J^XL » £L< «C*SH««OU^UTp 5 3 
^ >/1^RH4*SW^ie^rs - <b#pjfig& ScFv^- Kt*ff*EW, 

(c) *fi3-H©*»fcct«i (a) RZS (b) ©SJM* SiHKTa £W?'JT 

*»W©*ffiTJ4, (i) liiAi$, (i i) ^-^f^ >^t//X« 
(i i i) fflB*;fttf»IIftrt^^ 

, 75V C7-r ;u^> ^u^^^-f;^, aav, 7^^> r x;i/7,^) 



(16) 43^2 001-502553 

^£S/p 5 3 5:3- Ft^MX^^^- &^tSffl.!&%HZhffl?Z> 0 

in v i t r r oXlte x v i v oTgfflt^Ci^Tf 5 e ZL 

<om%\z\^ iaet±o«8 cxa^*— x 

tc«j«$ns. mm i o 6fis/tt)^^^— o. 01-100 o/igfi^ 
-f ;^^d7^— le^fco o. i — i o o omo i ^n^iOTts. 
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in v i voTH G$bM<D*f£91<b'<2? — (Xte^ily h) £#£L< 



x\$^??~-temm. ma, #msp\ s§*i*u mi^f^ st> brf^. % 



tV ^-r ;i/x#£>^^— t«i 06-ioiopf utnttfijtfe^. £ 

ICin v i voT?*J8«0*i6Sy»?Sfiffil/, p5 30^^^-X 
**Wtt»*Jii* (BP'S «16©*«lCin v i voftfflf^iW 



**, Wffli^M, Iff*. #S> &jff*. 



WISE*, miLMIg,. ftil*. 
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0 1 :S*^^U-->^h7fy- 

02 : p 5 3©y^JC»K*R»TSttflc©|B*<ottJR»*. 

03 : p53H273 ©y;UfcjIJf ftRW-T^JiffOllAOHIfclS*. 

04 : S c F v p 5 3 ©1S^<D E L I S AStlMg*. 

• : IgG 1 1 D 3 1 Mg/ml) ;0: IgG421 (m5g«r 1 m 

g/ml) ; □ : t'tf>«'J ^D-tM« (WU g/m 1 ) ;A: 
S c F v 1 1 1 D 3 -my c (HJ38P#l/2) ; A : S c F v 4 2 1 -my c ( 
UJ38IMS1/2) ;0:*KSScFv (JaCD3, . 
0 5 : Sc Fv^ctORWSn-Sy^iCDjijfCDHKIS*. 
0 6 : p 5 3 0^g#©DNAte^Stt©«S. 
0 7 : H 1 2 9 9fflKlC43tt<5 S c F v 4 2 1 <7)f£§L 
0 8 : H 3 5 8mz&tf2>m»&m#H 2 7 3 ©te^fgtt©«7C 0 
0 9 : HT 2 9*fc*tt*rtHtt»«IE*#H2 7 3 OK^f£14(0^7Co 

mmm 1 : $t# 1 1 d 3 co«t#s^x^ u -->y 

JHtftA/^iD^^r J^**i*$-&fcSaifflflaS podoptera fru 
g i p e r d a S f 9T»4ip 5 3 ^ >/t*RRtXM«IIBfiJC«Hl"rs»* 
Ip5 3 (D&t^mzftfi?? %>m* <D? W^Sp 5 3H2 7 3, P53W24 
8, p53G281^4Sl, *U^n-tJHa^PAb4 2 l^^tfej* 
□ ^yK77^Zf^8Slf;(L eve i 1 1 a r db, EMBO J . 
15, 1615-1623 (1 9 9 6)). Invitroge n ttOlgiSKft 
mWkXrt^^uV'l )V7s&mk^fr&&Mffi>S podoptera fr 



« 
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ugiperda Sf 9TBtIp 5 3 9 >rt?W<Dy y tf * > b 1-320 
Stf 7 3-3 2 0^mT-5^>/N c ^St>^UfCo «ABS amb r o o k b 
(Sambrook, Fritsch 

& ManiatisiMolecular cloning, a labor 
atory manual, ^ 2 1989, Cold Spring Ha 
rbor Laboratory) t£l2«£ttT^<2><J; 5ft1S/Baa$!;tD N A& 
mz&K), MXm^vTs^ F p B 1 u e B a c 1 1 1 K^ALfcfg*ilftDNA£ 

i 

_LfB3*Itf)p 5 3^^^S^>A°^ScD^^;^^^T^^X^^L, H a 
r 1 owtLane (Harlow & Lane -.Antibodies, a 

laboratory manual, 1988, Cold Spring 
Harbor Laboratory) \Z<£ DfS»£nT^£>SH£:/n h =3— J]/ 
l:fcT/W^J F-v£»»Lfc. JtKp 5 3 CD^£8£g* >/^II:»t-5 
^7 D-tM#*14t§ A-f y U H— VCjMWi, Ha r 1 owH a n 
e (H a r 1 o w& Lane:Antibodies, a laborato 
ry manual, 1988, Cold Spring Harbor La 
b o r a t o r y) \Z& 0 BE«$nT^*SlfE:/D h3-jH:ft^ ±f5 3«(7) 

i 

P 5 3^^^^^>/1^7 

R<0#^;i/Jg'&tt 1 u g»£9 6«PVC7°l/-h0^xjH:WiSftLT^ 

>h 1-3 2 0££^1-£S f 9«Wfi*>^i?fflHi» (^ffi 3 ) , £?£^p 5 3 
©77^^>h73-393 S f 9 il^ >/^»HJ« (*ffi4) * 



I 



(2°) SS2 0 0 1 - 5 0 2 5 5 3 

M?UH-7±»©5S, 1 6 2«tt»SlT|»ttTf*o&. ^0cO15 5f@ 
B4TSft2tHttT*0, t(Do^3 3m (^-^A) ^3^4^! 

115i (^-^B) «*}*3T»ttJao^ffi4TttttT*0. A 

B©±»ttp 5 3©»a*^6 7 3ffl(D7 5y&k:filR"r£xfc?| — y^fc^ta* 

©TSyBOEM^Jt^rs^^l 4 (lmg/ml) t^W >^^.^— hT 
**27?*ttT»tjfc. tf)V—ZfA(D&H*;£* ±E7 7«<D#»SfcK:3MF 

K»bfc. 7 , DH>A/SepharoseT» ft#*56*Lfc. p5 
3 (D^r^mm^Mm^^r 3 2 P«»DNA^D-^i:*i:»gftip 5 3^ 

#K&*rL#3 0 0 n g£in*_fc. ^#£7^ U^7^ K^±T»S$tfc 0 
£Sf*H i s 2 7 3 fCfg ££9, Ztlt><D2 7m<Do%<Dl 9m& 

(03) c cn6<Dl 9«a)»iflctt±Tiaitt<0tt*S4-Afc. R##*2 6ttW 
t«6*TOT*o&. £<£>ir[#£ 1 1 D 3 £ife£U ««SMfcT*6ffl Ufc. 
*JB0»J 2:ScFv421 D 3 M(7)|f 



(21) *#^2 001-502553 

«ScFv £DM 3 ttfc* b^Co ^C0E^J^@2^J#-^ 2 KjR-f. S c F v 4 2 
1 ©KfllttKJU*** 1 K^-To 

**JSWItt*^W©«K© in v i t r oX\t in v i v o»A^ffiffl pJ 

3. 1. 7^X5 K^*-CD*^ 

— DNA Cloning, A practical approach V 

0 1 . 2, D. M. Glover Gfi) IRL Press, Oxford, W 

/ 
\ 

ashington DC, 1 9 8 5 tCE«t$ tlT^&l? P S V 2 . d CO 

nm$£m^2?—T*$>Z>. S c F v SJ- HTSM6u©^*-I:Hp a I 
-Ec oRV77^>h<hbT»Abfc. IP^S V4 0 <DX >/\ >+h 

-CIAL, i^^in v i t r o&tf in v i v o Wtifi^TKS* L/io 
-A^-pCDNA 3 (Invitrogen) 0 ^nt)^ii:I^M ^ 
T**. *8«©S c FvSD-HTSSSSCMVOfflUyn^- 
(D^WT^dCO^^^-tC^AbfCo HJfiW2^IB«Ufc±«»««:H i nd I 

i 

1 I /No t I 77^>htlT:^^^-CiAU:c 
3. 2. O^OVTs^dr-Offim 

th7r>"5<;^ (Ad2XttAd5) JU* (WO 

9 4/2 6 9 1 4#JR0 *ttffl"rSO**J? * L^. *^ B JOiGfflTffi^ "I 



(22) 
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.Beards, Virology 75 (1990) 81), i^, h 
;^i^CAV2 t«Atf^>A^^>»XI4A2 6/6 1 (ATCC VR 

-800) ] ^mmcomm^th hhL<\t^ *em<D7y*; v^jvts 

n vitro «lf:DNAT) Xfi in sit uTS^nS. #t:E 3 
(WO 95/02697) , E2 (WO 94/28938) , 

E 4 (WO 94/28152, WO 94/12649, WO 95/02697, 
WO 96/22378) Rtf L 5 (WO 95/02697) 

^E4««H**«r*tr, B'JOfFa^lJiSjBttl^cJ:*^, ElMl:***^ 

£0>U^;i/l£E4««£«S£}f A"T5 (W09 6/1 3 5 9 6) . *$£W<D*y 
K 455-332 9 fctofc* £ Lt>„ 

fit^ut^TS^ (L e v r e r o Gene 101 (1991) 195 
, EP 1 8 5 5 7 3 ;Graham, EMBO J. 3 (1984) 2917) 

) Wria»*JCJ:D^mE»pIieT»D, (i i) fi«A©fi»*att*fc«>*C» 



(23) ^ 2001-502553 
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1/1 

CAG GTG CAG CTG CAG CAG TCT GGG GCA GAG 

gin val gin leu gin gin ser gly ala glu 
61/21 

TCC TGC ACA GCT TCT GGC TTC AAC ATT AAA 

ser eye thx ala ser gly phe asn lie lys 
121/41 

CCT GAA CAG GGC CTG GAG TGG ATT GGA TGG 

pro glu gin gly leu glu trp lie gly trp 
181/61 

CCC CCG AAG TTC CAG GGC AAG GCC ACT ATG 

ala pro lys phe gin gly lys ala thr net 
241/81 

CTG CAG CTC AGC AGC CTG GCA TCT GAG GAC 

leu gin leu ser ser leu ala ser glu asp 
301/101 

GAT GCT TTC GAC TAT TGG GGC CAA GGG ACC 

asp ala leu asp tyr trp gly gin gly thx 
361/121 

TCA GGC GGA GGT GGC TCT GGC GGT GGC GGA 

ser gly gly gly gly ser gly gly gly gly 
421/141 

ACT TTG TCG GTT ACC ATT GGA CAA CCA GCC 

thr leu ser val thr lie gly gin pro ala 
4B1/161 

TTG GAT ACT GAT GGA AAG ACA TAT TTG AAT 
leu asp ser asp gly lye thr tyr leu asn 
541/1B1 

AAG CGC CTA ATC TAT CTG GTG TCT AAA CTG 
lys arg leu lie tyr leu val ser lys leu 
601/201 

ACT GGA TCA CCC ACA GAT TTC ACA CTC AAA 
ser gly ser gly thr asp phe thr leu lys 
661/221 

GTT TAT TAT TGC TGG CAA GGT ACA CAT TCT 
val tyr tyr cys trp gin gly thr his ser 
721 /241 

CAA ATC AAA 
glu ile lys 



31/11 

CTT GTG AGG TCA GGG GCC TCA CTC AAG TTG 

leu val arg ser gly ala ser val ly s leu 
91/31 

GAC TAC TAT ATG CAC TGG GTG AAG CAG AGG 
asp tyr tyr met his trp val lys gin arg 
151 /51 

ATT GAT CCT GAG AAT GGT GAT ACT GAA TAT 
lie asp pro glu asn gly asp thr glu tyr 
211/71 

ACT GCA GAC ACA TCC TCC AAT ACA GCC TAC 
thr ala asp thr ser sex asn thr ala tyr 
271/91 

ACT GCC GTC TAT TAT TGT AAT TTT TAC GGG 
thr ala val tyr tyr cys asn phe tyr gly 
331/111 

ACG CTC ACC GTC TCC TCA GGT GGA GGC GGT 
thx val thr val ser ser gly gly gly gly 
391/131 

TCG GAT GTT TTC ATG ACC CAA ACT CCA CTC 
ser asp val leu met thr gin thr pro leu 
451/151 

TCC ATC TCT TGC AAG TCA AGT CAG AGC CTC 
ser lie ser cys lys ser ser gin ser leu 
511/171 

TGG TTG TTA CAG AGG CCA GGC CAG TCT CCA 
trp leu leu gin arg pro gly gin ser pro 
571/191 

GAC TCT GGA GTC CCT GAC AGG TTC ACT" GGC 
asp ser gly val pro asp arg phe thr gly 
631/211 

ATC AAC AGA GTG GAG GCT GAG GAT TTG GCA 
lie asn arg val glu ala glu asp leu gly 
691 /231 

CCG CTC ACG TTC GGT GCT GGC ACC AAG CTG 
pro leu thr phe gly ala gly thr lys leu 



(30) ^2 0 0 1 - 5 0 2 5 5 3 



1/1 31/11 

CAC GTC AAC CTG CAG GAG TCA GGG GCA CAA CTT GTG AGG TCA CGG CCC TCA CTC AAT TTG 

gin val lys leu gin glu ser gly ala glu leu val arg ser Qly ala ser val asn leu 
61/21 91 / 3 , 

TCC TGC ACA CCT TCT GGC TTC AAC ATT AAA GAC TAC TAT ATG CAC TGG GTG AAA CAG AGG 

cer cys thr ala cor gly phe asn lie lys agp fryr hvr m P > hi* trp val lys gin arg 
121/41 151/51 

CCT GAA CAG GGC CTG GAG TGG ATT GGA TAT ATT GAT CCT GAG AGT GGT CAA ACT GAA TAT 

pro glu glu gly leu glu trp ile gly tyr lie asp pro glu ser gly glu thr win » Y r 
181/61 211/71 

GCC CCG AAC TTC CAC GGC AAG GCC ACT GTG ACT GCA GAC ACA TCC TCC AAC ACA GCC TAC 

ala nro asn nh<> nln <rly lys ala thr val thr ala acp thr ser ser asn thr ala tyr 
241/81 271/91 

CTG CAC CTC AGC AGC CTG ACA TCT GAG GAC ACA ACC GTC TAT TAC TCT AAT GCA CTC ATC 

leu his leu ser ser leu thr ser glu asp thr thr val tyr tyr cys asn ala vaI Hp 
301/101 331/111 

TAC TAT GAA TAC GAC GGC TAT GCT TTC GAC TAC TGG GGC CAA GGG ACC ACG GTC ACC GTC 

tyr tyr nlu tyr asp gly , tyr„ftla 1p .il. rrp .. tyr trp gly gin gly thr thr val thr val 

361/121 391/131 

TCC TCA GGT CCA GGC GGT TCA GGC GGA GGT GGC TCT GGC GGT GGC GGA TCG GAC ATT GAG 

ser ser gly gly gly gly ser gly gly gly gly ser gly gly gly gly ser asp lie glu 
421/141 451/151 

CTC ACC CAG TCT CCA TCT TCC CTG GCT GTG TCA GCA GGA GAG AAG GTC GCT ATG AGC TGC 

leu thr gin ser pro ser ser leu ala val ser ala gly glu lys val ala met ser cys 
481/16V 511/171 

AAA TCC ACT CAC ACT CTG TTC AAC AGT AGA ACC CCA AAG AAT TAC TTG GCT TGG TAT CAG 

l YS fiflr Sfir nln ser leu cho asn ser arg thr a ret Ivs asn tvr lf»» ala trp tyr gin 
541/181 571/191 

CAG AAA CCA GGG CAG TCT CCT AAA GTG CTG ATC TAC TGG GCA TCC ACT AGG GAA TCT GGA 

gin lys pro gly gin ser pro lys val leu ile tyr rrr> ala ser thr Arg plu ser- gly 
601/201 631/211 

GTC CCT GAT CCC TTC ACA GGC AGT GGA TCT GGG ACA GAT TTC ACT CTC ACC ATC AGC AGT 

val pro asp arg phe thr gly ser gly ser gly thr asp phe thr leu thr ile ser ser 
661/221 691/231 

GTG CAG GCT GAA GAC CTG GCA GTT TAT TAC TCC AAG CAA TCT TAT AAT CTA CCG ACG TTC 

val gin ala glu asp leu ala val tyr tyr cys lys cln ser tvr asn lou nro thr phe 
721/241 

GGC GGG CCC ACC AAG CTG GAA ATC AAA 

gly gly gly thr lys leu glu ile lys 
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